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-2, 4-i>^->'SI^#:<Dfc•5t^D^i l ^|ffiT^JfiL c ^ :, 
JBKfiTfWBfc^^fctffcfeiVC^Sa* (Journal of 
Medicinal Chemistry, ^35#.P. 1853 (1992), #P§¥ 
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domi) (nm^*?4~^*9-tmfmm&tt\s~z. 

eWfr&*fc«*i:LT 634mg (86%) #fc 0 
[0 0 3 4] 1H NMR (d 6 -DMSO) , 5 : 
3.83 (3H, s) , 3.90 (3H, s) , 7.34 (1H, 
d, J=9.3Hz), 7.79 (1H, s) , 7.76-7.83 (1 
H, m) , 7.87-7.92 (1 H, m) , 12.59 (1H, 
s) 

[0 0 3 5] 2-3 

mmm 1 1 lt* 1 eiba***** 

[0 0 3 6] 

1*1] 



• 



(8) 



3#HW9-4 8 7 7 1 



14 



mm® 


R' 


R 4 


mt 


MS (m/z) : M* 


2 


E tO 


E t 


mm 




3 


i -PrO 


H 




307 



[0037] mtewu 

5- (2, v>>--5 — </V) 
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p<^-2-^ h^v^-M^^A- (9. 
52 g) SrDMF (250ml) U gfi, 3.5kg/cm 2 

(CTk^iPffiTlOyo^^^^A/j^* (10. Og) ^*^<k 

v\ feMSItBfc-^y U ^EETSSgbfc 0 ^ 

mt*^^ : r-fe hV = 50 : 1) -CttSlU Slftrt: 
-g-^^T^e/WP'T^t LT5.88g (61%) MS 
(m/z) : 295 (M* ) 
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— f v f» y =f->\>- 2-*y **s&mttk* (62 * 



*9mg)<Og^-jg:&8£ (1:1, 18.0ml) 6 l*HS 

tommmistc mi, * (36mi) ^s^issi 

U 8«U e^t^Sr^ttT 599mg(l 

00%) #fc„ 

[0041] 'H NMR (d e -DMSO) , S ■ 
3.89 (3H, s) , 7.31 (1H, d, J =8.8 Hz) , 7. 
76 (1H, dd, J =2.4, 8.8Hz) , 7.79 (1H, 

s) , 7.89 (1H, d, J=2.4Hz), 12.58 ( 1 H, 

s ) , 12. 91 ( 1 H, b r ) 
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*D7i=*) /n t^f-V$y 9vw 
[0 0 4 5] 5 -7 5 / - 2 - 7;^ng,|f f ;V 
(4.12g) <Dtf%%it*.mm (11.4ml) , y*/-A 
(20ml) , T±b> (50ml) ^l-lfi-TlC^^T. 

MSS^hV^A (1.88g) Sr* (3ml) {^^LT> 

£30#IWfS#LfcfL *m&HTU T^y^SM^ 
(13.3ml) ZtinfL, »L<«#L^^fe^{b^-^ (22 
5mg)Sr^*-foAPx.fc 0 gi&tfS#£L#< &ofc&, S 



i/yM^y^DTh^y-f- (Jgwjgji n- 

Sr»^tbT3.48g (45%) 
[004 6] 'H NMR (CDC 1 , ) N 5 : 3. 25 
(1H, dd, J=7.3, 14.6Hz), 3.46 (1H, dd, 
J =7. 8, 14.2Hz), 3.75 (3H, s) , 3.93 (3H, 
s) , 4.38 (1H, t, J=7.8Hz), 7.09 (1H, d 
d, J =8.8, 10.8Hz), 7.38 ( 1 H, ddd, J =2. 4, 
4.4, 8.8Hz), 7.80 ( 1 H, d d, J =2. 4, 6.3Hz) 
MS (m/z) : 318, 320 (M* ) 
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mxtm 8 1 mmz u-t* 3 <wt&m*mit. 
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5™ (2, 4-> ? t*yf7^y^y-5-^) 

[00 5 01 2-/p^-3- 

A-y/Vtirxi? =.~?V) ^nfc^^gg^/w (1.22 
g ) (40ml) fflgL^lrfm (356mg) SriP 

tc^K (50ml) Sr*nx, WTIWWRK**^ h y * -Mc 
^pH88ftfctfct, at— (20ml) , n — 
(40ml) Srao*.T*«>4*10^HHl»Lfc. ISA 

(10ml) fc#j&U 6N*£gt (20ml) Sr*Px.T8^MiP 

JfeflMfcSfcU SWft^^iLT 403mg (39%) * 



»d, J =4. 4, 14.2Hz), 4.95 ( 1 H, dd, J =4. 4, 
8.3Hz) , 7.27 (1H, d d, J =8. 3, 10.8Hz), 7.51 
(1H, ddd, J =2. 5, 4.9,8.3Hz), 7. 74 ( 1 H, 
dd, J =2.5, 6.8Hz) , 12.05 ( 1 H, s) , 13.28 
20 (1H, s) 

MS (m/z) : 269 (M + ) 
[0 0 5 2J IUKW12^13 

[0 0 5 3] 
[^4] 
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HO*C 



[0 0 5 1] *H NMR (d 6 -DMSO) , 8 : 
3.22 (1H, dd, J =8. 3, 14.2Hz), 3.51 ( 1 H, 
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[0 0 5 41 ggEffjUl 

N- (4- b t J7A'*-B2'7'A*Oi?fl') -5- (2, 

4-^vf7/y^y- 5 — r y ?V) ^^-2 

[0 05 51 5- (2, 4-v ? ^-=3ry^Tyy S?V-5 

-- f yfv) *<?A'-2-* b*~>£M.&m (1.00 

g ) . 4-bV y/V^rn * f-zvOV/VT 5 > (627mg) 
CDDMF (10ml) »*l!lT^=f^*Hft» MUHtT*' 

ryy >ks*e?vu (6i5mg), h y a^/wr $ > (370m 

£\ *fW-f-5iteft«r»^ *«s*(£»LBIWfrS*$r»*-50 [00 581 



★ StL-C1.31g (84%) JEfcrOfcO&a*/- 
M>&)filU H&T'yXAftfcLTfilKLfcS^fc 
Rjft 210.0-211.5 "C 

[0 0 5 61 

C„Hi 5 F s N, 0 4 SfcLT 
H N 
3.46 6.42 
3.36 6.48 



Tcmftmm (ao 
c 

mmm 55.04 

55.30 



[0 0 5 71 mMW15~ 38 
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£ jS £ 



C H N 



15 
16 
17 
18 
19 
20 
21 
22 
23 
24 
25 
26 
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3-CF 
3-CF 
2~CF 
2-CF 



3. 5-CFj 

4-t-Bu 

4-t-Bu 



4-CF 3 0 



4-MeO 
3. 4 Mc0 



6-MeO 
6-McO 
6-MeO 
6-MeO 
6-MeO 
6-MeO 

5- MeO 

6- McO 
6 -MeO 
6-MeO 
6-MeO 
6-MeO 



=Hft 



209. 0 - 21 2, 0 

145. 0 ~ 147. D 

186. 0 - 190. 0 

179. 0 - 181. 0 

19 7. 0 - 19 9. 0 

237. 0 - 239. 0 
(DMF-X*/-*) 

135. 0 - 136. 0 

185. 0 - 188. 0 

166. 0 - 168. 0 

209, 0 - 211. 0 
CDMF-i* > -JU) 



C JS H U N 2 0 ( S 



C i* H 16 N 2 °4 S 



C f0 H l5 F, Nj 0 4 S 
• l/4H r 0 

C ll«M r i"l V 
C 2S H « N 2 °4 8 



C !3 H^ ? 0 4 S 

•Hj 0 



S H 1< N 2 °5 S 



C !l¥lV 

• l/4Hj 0 



61. 81 4. 90 

81. 94 5. 10 

61. 94 4. 3B 

62. 32 4. 60 

54. 79 3. 91 

54. 68 3. 85 

52. 86 3. 77 

52. 78 3. 72 

5 4. 7 9 3. 91 

54. 58 3. 98 

54. 47 3. 55 

54. 60 3. 42 

49. 12 2. 95 

49. 04 3. 01 

64. 77 6. 14 

64. 97 6. 31 

62. 62 5. 92 

62. 85 5. 94 

53. 09 3. 34 
52. 83 3. 68 

60. 29 4. 55 

60. 35 4. 55 

57. 99 5. 21 

5B. 02 5. 44 



7. 56 
7. 3 5 



61 
48 



6. 3 9 
6. 2 7 

6. 17 
6. 18 

6. 39 
6. 30 

6. 35 
6, 37 

5. 46 

5. 43 

6. 57 
6. 32 

6. 33 
6. 15 
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88 



7. 03 
7. 03 

6. 44 

6. 15 



[0 0 5 91 
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H 


N 


58. 24 


3. 


91 


6, 


79 


58. 17 


3. 


98 


R 

V . 


80 


57. 41 


4. 


56 


7. 


05 


57. 12 


4. 


61 


7 


94 


54. 79 


3. 


91 


6. 


39 


54. 7B 


3. 


92 


a 

D. 


D J 


57. 96 


4. 


38 


6. 


76 


57 78 

V 1 « 1 u 


4. 


41 


D. 




59. 85 


5. 


09 


7. 


35 


5 9. 7 9 


5. 


18 


7 




54. 79 


3, 


91 


5. 


39 


54. 70 


3. 


84 


c 

D« 




54. 90 


3. 


95 


6. 


10 


54. 83 


3. 


82 


5. 


98 


59. 14 


4. 


25 


6. 


57 


58. 99 


4. 


32 


6. 


70 


56, 89 


4. 


12 


6. 


09 


56. 63 


4. 


11 


6. 


02 


53. 52 


3. 


31 


6. 


57 


53. 36 


3. 


22 


6, 


62 



27 
28 
29 
30 
31 
32 
33 
34 
35 
36 
37 
38 



3, 4-methy- 
1 e n e d i o x y 

4-r 

4-CF, 

3. 4-methy- 
I ened i oxy 

B 

4-CF t 



4-CPj 

3, 4-me thy- 
1 ened i oxy 



4-CF. 



4- CMe) jX 



4-Mc 



6-MeO 
8-MeO 
4-MeO 
4-MeC 
4-Mc0 
2-MeG 
6-EtO 
6-Bt0 
6-i-Pr0 
6-F 
6-MeO 
6-MeO 



238. 0 ~ 241. 0 
(DMF-x*y-/l<) 

7 t A<7 r X 



204. 0 - 207. 0 
<7tb-MA<) 

134. 0 - 137. 0 

95. D - 98. 0 

197. 0 - 199. 0 

227. 0 ~ 229. 0 
(DttF-x*y>-JlO 

213. 0 - 215. 0 
231. 0 - 232. 0 
145. 0 ~ 146. 0 



Wl °5 S 



• 1/2H 2 O 
0^ S 



c a H u N< 



S H 19 F 



C u H l4 F 



203. 0 ^ 20 8. 0 CJ,N 

! 21 11 

170. 0 - 17 2. 0 C..H..N, 



MH, 0 

o { s 



Oj s 
1/lHjO 



o 4 s 



0j s 



MS (m/z) 382 (M T ) 



* J H NMR (d 6 -DMSO) „ 8 : 2.86 (6 

H, s) , 3.94 (3H, s) , 4.38 (2H, d, J =5. 30 

9Hz), 6.69 (2H, d, J=8.8Hz), 7.18 (2H, d, 

J=8.8Hz), 7.28 (1H, d, J=7.9Hz), 7.74 (1 

H, dd, J =2. 2, 7. 9Hz), 7. 78 ( 1 H, s ) , 7. 95 

(1H, d, J=2.2Hz), 8.59 (1H, t, J=5.9H 
z), 12.30 (1H, b r) 

[0 0 6 0] ^I3£ff!139 

N- (4-Hl7^*P^fM^) -5- (2, 
4-myfT/y^>:-5-f/V) *?*fr-2-* 
b^yXT^ K 

[0061] N- (4 - h 5 ^/v^p ^ 40 
-5- (2, 4-^*#y^T^P^-5-^y9* 
^) *^7l/-2-7< K (500mg)«r^ 

(70ml) fcJBJBU mm. 3.0kg/cm 2 tC*ffe!?q 

R* R 3 



1) ^ffiSSU HfiWfc'&ttfcttftfcU-C 403mg (80%) 

M&bVXtilMVitBMK&tb&&1t. ISA 176.0-17 
7.5 t 
[00 6 2] 

5c*#*r« («) :C, 0 H 1T F S N, 0 4 StUT 

C H N 
tt»B 54.79 3.91 6.39 
35Sgte 54.75 3.84 6.40 
[006 3] 3at«40~48 

[0 0 6 4] 
[*7] 




(12) 



8 7 7 1 



22 



tin 


< > 
R . R 


1 

r 


» A CC) 


fi ft « 


C 


tr»t/*iit 

H N 


40 


3. 5-CFj 


6-MeO 


167. 0 - 1 69. 0 
{I* ./-A-) 


Wl "l °< s 


4 9. 

5 0. 


80 
00 


3. 19 
3. 06 


5. 
5. 


53 
54 


41 


4-Me 


6-MeO 


7 : &A'7 7 * 




62. 
6 2. 


48 
20 


5. 24 
5. 23 


7. 
7. 


29 
30 


42 


4-CFj 0 


6-MeQ 


7 t k 7 r X 


n t? it n c 

C 2| H n Fj N } Oj S 


K 0 

0 L, 

5 2. 


86 
68 


3. 77 
3. 80 


6. 
6. 


17 
45 


43 


4-MeO 


6-MeO 


7 t * 7 ? * 


Wl °i S 

• 1/4H, 0 


5 9. 
5 9. 


31 
24 


5. 11 
5. 03 


6. 
6. 


92 
94 


44 


3, 4-methy- 
Unedi oxy 


6-MeO 


7 t Jl/7 7 X 


/\ fr vf /% C 

Wt °i s 

• WHj 0 

Wa °< s 

• 1/IHj 0 


5 I. 
5 7. 


33 
10 


4. 46 
4. 38 


6. 
6. 


69 
89 


45 


4- (Me) j N 


6-HeO 


7**77* 


6 0. 
60. 


33 
48 


5. 68 
5. 66 


10. 
10. 


05 
13 


46 


4-CFj 


6-EtO 


159. 0 ~ 162. 0 


C ll H H F 3 N J °1 S 


5 5. 
5 5. 


74 
65 


4. 23 
4. 25 


6. 
6. 


19 
34 


47 


3. 4-methy- 
I enedioiy 


6-EtO 


7 * * 7 7 * 




5 8. 
5 8. 


87 
59 


4. 71 
4. 8 5 


6. 
6. 


54 

72 


48 


4-CFj 


fi-i-PrO 


158. 0 - 1 58. 5 


C !1% F 1 N i °l S 


5 6. 
5 6. 


65 
70 


4. 54 
4. 44 


6. 
5. 


01 
98 



[O06 51 1 



N— (4-M)7/Vtcyf/l"<yv'^) -5- (2, 

4 - v 5 ** y y v w- 5-4/^) y f->v- 2-t 

1006 6] N- (4-M)7;vtB>f/v<yy;w) 

-5- (2, 4-»*yf7/y^-5-^) y 

fvV-2-y \-**s^sXT % F (800mg)tf>fefc$frfl;/- 

*?-v^ oomi) mmmt.T tv^y%m%. yy^r^^ 
-r±h >%}M»&t, i. on vm-mt* r 

l/Viffi (2.20ml) £^o< OHTUfc. m.UX&^m 
«#Lfc&, 3 BWf Lfe, 30#W«#L 

tstey^w = y y/-^=40 : i) -ofitsfu atftffc 

^feftiLt 618mg (80%) r<Ot>£>Sr^* 

g#rtfc-g-fe£#fc 0 MM 146.0-148.0 <C 
[0 0 6 71 

: Ci.HibFg N, 0 4 StVX 
H N 
3.56 6.60 
3.88 6.49 



7U*#*T« (SO 

C 

53.77 

mmm 53.92 



10 0 6 8] jgjfeg!l50 



* (-) — N— (4-MI7MP>f;^^) -5 

- (2, 4-myf7 , /y^y-5-'f;H yfvv 
30 [0069] mmwmxmbfrtc (±) -n- (4 - h 

^/Vto^fMy^) -5- (2, 4-^^y 

y^yv-2-y 

T 5 Kl. 00 g Zmk^MOmUzfimfeMLtc 

L (-) -7i^7 5V 0.276gSrAP^., -jI 

#^I£*&U 0.753g©L (-) -y^^f-/wr5>-ig 

tfV\ r#* 0.142g*5j;r5H#S0.0908gSr#fco fit 
A 191-193 1C, «Ett£ [«] »=-87° (C=0.24, 
40 THF) 

[0 0 7 0] 

7C*#*r« (%) :C„H„F S N 8 0« StVX 

C H N 
fMMB 60.10 5.04 7.51 
£$tfit 60.24 5.05 7.43 

[00 7 1] t UT#Wc 0. 753 g SrzK^T, 

i NtaB&ominflp*.. 5*mkhh#mmi«, 

L"CB«)* 0.532g£#7c e fit£ 194-19 
* 50 5 t, ifeStS [a] . =-100 ° (C=0. 24, TH 



c 

mnm. 54.79 
mm 54.88 



(13) 



f> Ttm^mm. (*o 

[0 0 7 2) C 
7CJH^«fffi (%) :C 10 HitF, N, 0« StUT ftJMt 60.10 

C H N HSffi 59.95 

SUMS 54.79 3.91 6.39 
^Jififi 54.72 3.90 6.35 
[0 0 7 3] 3fc*ll««Hfc©fcJW»&ttfc»*©-tt 
(jftlmg) ^^-^SmllC^, TkftT, v 5 

T*/*fi>-x.'-T/l4Bm 0.2ml £;&Px, 5#WHi&« 

«*t«r«EE«*Lfc. 3eKigM©ffl#V7"e l 10 

W&9v-*\->f77 4 — (*7A;Jf-7/Vt;WAD 
-f-fc/w) > ^tti^;^f-V:-ry7 B D^/-yw=7 
0 : 30, «tj£ ; 1. Oml/min, jWJS&g ; X = 230nuu 
ftftm ; 22.31min) fcT3Mt*B««rWJ£99. 2%eet?*>o 
fc. 

[0 0 7 4J Hffiffj|51 

(+) -N- (4-hJJ7/Vtn^f/l"<yi';l') -5 

- (2, 4-i?**cy^T"/}) i?>-5-4M *<?VV 

- 2 - ^ hJf'>^yX7 5 K 20 

[0075] mmmzw&btitc (±) -n- u-h 

y -7;v3ru * ?ywOS?/V) - 5 - ( 2 , 4 - v 5 ^-^ V 

T$ Kl. OOg SrD (+) -y^^^/wr^^jc- 
SOiilJWtefeS&SMMfcfTVV D (+) -7i^f^7^ 
VL t LT-#Si 0. 742 g , H#ft 0. 143 g , H#1,0. 05 
87g^&^.m)i^tVXmCo 191- 193<C, ft 

[a] .=87° (C=0.24, THF) 
[0 0 7 6] * 



#PB¥9-4 8 7 7 1 



24 

: Cj j Hj j Fj 
H N 
5.04 7.51 
5.19 7.49 



Ns 0 4 SfcbT 



* [00 7 7] *Jg#!50 b 0. 742 g £ 1 

0.510g§r#fc. M£ 194- 195t\ Mftg. [a] .= 
100° (C=0.24, THF) 
[0 0 7 8] 

C„,H 17 F8 N, 0 4 Stl/T 
H N 
3.91 6.39 
4.03 6.42 

[0079] %&mmm<i>it*>. mmmsotmm^ 

■ -Y VT'b/V- /V=70 : 30, SfEiS ; 1. Oml/mi 
n, Ste&ft ; A = 230nnu ^fl^ra ! 30. 64min) iZX 

yt^mm&wfew. 2%ee-cs> o 

[0 0 8 0] tWWl 
JtettlEji-v 1 ?^ (C5 7BL ob/ob) 

K^S&V^5Ki£#ttU HS60y36, 39, 46£.tf48<S> 
^-a^SrlOmg/kg©«J:-e5 0lfflSPiS#Ufc. iMFtB 
Wli-I^lfcf, ^=>-^©2 g/kg^SPS 
Jj-U 0#> 30&&U60&<DJfiLftH^M£Lfc. jfaXHS 

[0 0 8 1] 



30 



MttT* CK) = 



-mo^~xmo&. immMommem) > 



xlOO 



[0 08 2] 8 r ft 9 , * 

[0 0 8 3] 
1*8] 



40 



ft » « 


(mg/kg) 


jfitiBMFF* 
(30 


$11013 6 


1 0 


4 3 


$160! 3 9 


1 0 


4 7 


$)BM4 6 


1 0 


3 7 


£8014 8 


1 0 


4 5 



[0 0 8 4] §a&ff!l2 
50 fcfiffiEi*'*'** (C5 7BL ob/ob) £fflV\ 



(14) 



#M¥9-4 8 7 7 1 



26 



Yb^*«rTflB©ffl*T?2aiBaPtt*Lfc*, ik^bV * [0085] 

AST* (%) = . x 1 00 

[oo8 6] mm&m9K*k-r. ^tib<omsk^9. # « [0087] 



* ft « 


m m 

(■g/kg) 




fcT* (96) 




i 


2 8 


2 6 


3 


42 


29 



(51) Int. CI. 6 

C 0 7 C 69/84 
69/92 

C 0 7 D 417/12 
//(CO 7D 417/12 
277:34 
317:48) 



3 17 



F I 

C 0 7 C 69/84 
69/92 
C 0 7 D 417/12 



3 17 



«*»T#jS«Pf?*TOS4660- 4 



★ <72)#W# *t_t 
* «**T*«W»*mrA#386- 2 

(72)$gw# Am mm 

«*mT«5«fS^BJ^^5932 



